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FDA Public Hearing: Recommendations for communicating risks, such as dangerous side effects associated with prescription drugs
1. Background Information

I’m a Parkinson Patient, diagnosed in 2001. Employed in a pharmaceutical company in a managerial position in chemical production, I do have good knowledge of GMP and regulatory aspects. 

In June 2003 I was involved in a car accident. Due to a sleep attack, most likely attributed to the medication I took at the time, I lost control of my car and it rolled over the edge of the street, downwards 50 to 100 m a hillside, overturning twice.  The car was due to its damage a total loss. I was driving and had my two children as passengers in the back of the car. We all remained physically unharmed, but severely shocked.

The medication, I took at the time was MADOPAR DR (Hoffmann-La Roche Ltd., Switzerland) and PERMAX (Eli Lilly)

MADOPAR had no safety warning regarding driving. The professional information stated: Influence to the capability of driving and operating machinery: “There is no known data to the influence of MADOPAR on driving or operating machinery.”

Roche must have known at the time, that this was an issue discussed internationally by science and medicine. By making this statement, that there is no data, it gave a message of no concerns to the doctors.

PERMAX had warning, saying “in rare cases, treatment can cause sleepiness or sudden sleep. Patients should not drive until sufficient experience is gained with this medication.”

As I had already taken PERMAX for a few months, my doctor considered it not to be a problem, when I reported him a critical traffic situation in January 2003. (5 months before the accident).  I reported the observation as Lilly requested in the patients leaflet. The doctor concluded, that it was safe for me to carry on driving. (Additional information: At that time there was no warning on heart valve-issues in the PERMAX patient leaflet here in Switzerland, despite the fact, one was issued by FDA in the USA)

In the weeks after the accident, I came accross the topic „sleep attack“ in the internet. Doing further information search, it became clear that for the active substance „Levodopa“ a warning was in place.

I filed a patient report to the Swiss Regulatory Agency “Swissmedic”. Roche denied any connection with MADOPAR DR and said that it’s scientifically not proven.

Later I found the “CPMP Position Statement: Dopaminergic Substances and Sudden Sleep Onset”, issued by the European Agency for the Evaluation of Medical Products, February 2002, which clearly stated the requirement for warnings for Levodopa.

Further search led to the discovery of Roche’s own Patient and Professional Information from Roche Australia, dated May 2002, containing in contradiction to Roche Switzerland’s statements and letters that in Australia warnings on driving and operating machinery were in place.

In 2004 I provided these findings to the Swiss Regulatory Agency. Immediately after that, the agency instructed Roche to issue warnings in the patient and professional information. Since the beginning of 2005 they are now in Switzerland in place.

Despite that, the company Roche is not willing to compensate for any loss, physical or psychological injury.

In a recent letter from Roche they say: 

Roche’s scientific experts still disagree with the need of warnings for MADOPAR. They would only issue warnings, if the Regulatory Agencies in the countries strictly request them, to do it. This causes the situation, that warnings for MADOPAR are different from country to country. As example, in Canada, were the same medication is sold under the name PROLOPA, no warnings are issued.

Is it ethical, to issue warnings with serious risks involving possible deaths differently from country to county? Is there a difference in patient’s value in the US, Canada, Switzerland, Australia or any other country in the world?

2. Failures
Roche fails consistently to issue safety warnings that are consistent with other regulatory agencies, science, medicine or manufacturers of prescription drugs with the same active substance (for example SINEMET, warning in place since 2002 Australia, 2002 Switzerland.)  

Roche gives with the statement, that there are no side effects known, the wrong impulse to doctors. They are not encouraged to inform patients.

My doctor failed to inform me, despite the fact, that there was already a scientific discussion ongoing in medicine and sufficient information published.

Taking the prescriptions to the pharmacy, the pharmacists failed to inform me on warnings or safety issues regarding the medicine they handed over to me. This in every case I went there to get the prescription drug MADOPAR and specially also in the case of getting the tablets for the first time in the year 2005. As due to my effort, the warning in Switzerland has been added, this change should have been pointed out to me by the pharmacist at that occasion. 

Regarding warning on heart valve problems caused by PERMAX I was never ever informed by my doctor or pharmacy, when this became effective in Switzerland. 

I’ve changed doctor since. My new doctor immediately followed the recommendations, to make an ultrasonic check of the heart valves.

3. Recommendations

Warnings on serious risks involving potential loss of life should be issued in a world wide database at WHO. This database should be valid and binding for all countries worldwide.

The prescription form, the doctor uses to prescribe drugs, must have three boxes. The first one for the doctor, where he certifies and signs, that he has informed the patient on safety warnings. The second box for the patient, where he certifies and signs, that he has understood the warning as explained by the doctor.

When a patient goes with the prescription form to the pharmacist, the pharmacist checks (second measure) the boxes:

If no signatures are there, the prescribed drug has or should have no warning.

If signed, the patient has been informed and understood.

When the pharmacist enters the required drug name into the shops computing system, the system checks against the WHO database and highlights any current valid warning. 

It’s now the pharmacist’s responsibility to inform the patient. When done so, he signs the third box.

This process has also the benefit that doctors repeatedly not informing patients are highlighted, it gives the pharmacists an important role, to be more than just an ordinary sales person in a shop. Something pharmacists always quote they would be and do: advise patients but to my experience rarely do. The process as described ensures that they are bound to their responsibility to inform and consult patients too. 

This system with documented evidence on prescription-forms by doctor, patient and pharmacist is very simple and it doesn’t even need computer systems. Once introduced, it will be very effective at little extra cost. This makes it even possible in poorer countries to be introduced. 

Yours faithfully

B. Raez

